National Guideline Clearinghotise o
h‘ wv:_w.guidelin:.lgn\r g us = = ém

Complete Summary

GUIDELINE TITLE

Clinical guidelines for the classification and care of women at risk of familial breast
cancer in primary, secondary and tertiary care.

BIBLIOGRAPHIC SOURCE(S)

National Collaborating Centre for Primary Care. Clinical guidelines for the
classification and care of women at risk of familial breast cancer in primary,
secondary and tertiary care. London (UK): National Institute for Clinical Excellence
(NICE); 2004 May. 311 p. [309 references]

GUIDELINE STATUS

This is the current release of the guideline.

COMPLETE SUMMARY CONTENT

SCOPE

METHODOLOGY - including Rating Scheme and Cost Analysis
RECOMMENDATIONS

EVIDENCE SUPPORTING THE RECOMMENDATIONS

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS
QUALIFYING STATEMENTS

IMPLEMENTATION OF THE GUIDELINE

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT
CATEGORIES

IDENTIFYING INFORMATION AND AVAILABILITY
DISCLAIMER

SCOPE

DISEASE/CONDITION(S)
Familial breast cancer
GUIDELINE CATEGORY

Counseling
Evaluation
Management
Prevention

Risk Assessment

CLINICAL SPECIALTY
1 of 29



Family Practice

Internal Medicine

Medical Genetics
Obstetrics and Gynecology
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Preventive Medicine

INTENDED USERS

Advanced Practice Nurses
Allied Health Personnel
Nurses

Patients

Physician Assistants
Physicians

GUIDELINE OBJECTIVE(S)

To provide recommendations for the classification and care of women at the risk
of familial breast cancer in primary, secondary, and tertiary care

TARGET POPULATION

Women 18 years and older seen in primary, secondary, and tertiary care settings
who are at risk of familial breast cancer

Note: This guideline does not cover the following populations:

Women younger than 18 years of age

Women who have breast cancer

Men who may be at risk of familial breast cancer (although the
recommendations will be pertinent)

INTERVENTIONS AND PRACTICES CONSIDERED
Care of all Women with a Family History of Breast Cancer

1. Counseling regarding risk factors identification and lifestyle modification
related to:
Use of hormone replacement therapy (HRT)
Use of oral contraceptive
Breastfeeding
Alcohol consumption
Smoking
Weight maintenance
Physical activity
Menstrual/reproductive factors

Care of Women in Primary Care

1. First- and second-degree family history
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Primary care management or referral, if applicable

Risk assessment

Provide patient education and support mechanisms (risk counseling,
psychological counseling, risk management advice)

PN

Care of Women in Secondary Care

Multi-disciplinary care planning

Family history, including third-degree family history

Risk assessment

Referral back to primary care, if applicable

Mammographic surveillance, when applicable

Provide support mechanisms (risk counseling, psychological counseling, risk
management advice)

Magnetic resonance imaging (MRI) and ultrasound as indicated for follow-up
of mammographic abnormalities

8. Referral to tertiary care, if applicable

OO hwONE
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Care of Women in Tertiary Care

Multi-disciplinary team planning
Clinical genetic risk assessment
Third-degree family history
Risk assessment and communication
Genetic counseling
Genetic testing (predictive and mutation finding)
Risk-reducing surgery
Bilateral mastectomy
Bilateral oophorectomy

NoOGohoONRE

Note: Guideline developers discussed but did not recommend tamoxifen as chemoprophylaxis in
women who do not have breast cancer.

MAJOR OUTCOMES CONSIDERED

Levels and estimates of risk of breast cancer

Rates of detection of breast cancer

Morbidity and mortality due to breast cancer

Efficacy of interventions at reducing risk of breast cancer

Cost effectiveness of interventions to identify or reduce risk of breast cancer

METHODOLOGY

METHODS USED TO COLLECT/SELECT EVIDENCE

Hand-searches of Published Literature (Primary Sources)
Hand-searches of Published Literature (Secondary Sources)
Searches of Electronic Databases

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE
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Searches for studies that included women with a family history of breast cancer,
including BRCA1 and BRCAZ2 carriers were undertaken. However, in many
instances studies relevant for family history were not found and therefore studies
of general populations of women were also used.

Literature Search

Comprehensive searches were conducted in the major (11 in total) electronic
bibliographic databases covering biomedical, nursing, psychological, social
science, and health economic literature. The searches were conducted from March
2002 until February 2003. In addition, the Web sites of several Health Technology
Assessment (HTA) and guideline producing bodies were consulted. Finally, the
references lists of included articles were checked for additional references and
citation searches were performed on key authors and papers in the Science and
Social Science Citation Indexes.

Search Approach

A staged approach to searching was undertaken. This involved initially searching
specifically for the search concepts of interest (e.g. tamoxifen, surgical
interventions, etc.) in conjunction with familial breast cancer search terms. Where
this yielded, few or no relevant references, the search was expanded to cover
high level evidence (i.e. guidelines, systematic reviews, and randomised
controlled trials) relating to breast cancer in general. Literature searches were
also specifically undertaken in Medline, Embase, National Health Service (NHS)
EED and Health Economic Evaluations Database (HEED), to specifically identify
cost-effectiveness literature relating to familial breast cancer.

Search Restrictions

No date restrictions were applied to the searches, other than those imposed by
the sources searched. Searches were, however, restricted to English language. No
study or publication type restrictions were applied, with the exception of the more
general breast cancer searches which were restricted to the highest levels of
evidence (i.e., guidelines, systematic reviews, and randomised controlled trials).
The corresponding methodological search filters used in Medline (Ovid) are given
in Appendix 24 in the original guideline document.

Identification of Papers Related to Cost-Analysis

Guideline developers aimed to identify all relevant studies of cost-effectiveness
across the entire scope of the guideline. A literature search was undertaken
alongside the clinical literature review. Details of the databases searched and the
filters used to identify relevant economic studies are given in Appendix 24 in the
original guideline document. Titles and abstracts were then examined by hand in
order to identify cost-effectiveness, cost-utility or cost-benefit studies (CEA, CUA,
CBA). Members of the guideline development group provided additional references
that had not been identified by the searches.

Studies that did not appear to be CEA, CUA, or CBA were not reviewed. This
excluded a number of studies that examined only costs. Only primary studies
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were included except in the area of mammographic surveillance since in this area
there were no studies relevant directly to women with a familial history but a
large number of studies relating to the cost-effectiveness of surveillance in other
women. Consistent with the clinical review, the International Agency for Research
on Cancer (IARC) screening report was used.

NUMBER OF SOURCE DOCUMENTS
Not stated

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE
EVIDENCE

Weighting According to a Rating Scheme (Scheme Given)
RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE
Evidence Categories
la: Evidence from meta-analysis of randomised controlled trials
Ib: Evidence from at least one randomised controlled trial
Ila: Evidence from at least one controlled study without randomization
I1b: Evidence from at least one other type of quasi-experimental study

111: Evidence from non-experimental descriptive studies, such as comparative
studies, correlation studies, and case-control studies

IV: Evidence from expert committee reports or opinions and/or clinical experience
of respected authorities

METHODS USED TO ANALYZE THE EVIDENCE

Decision Analysis
Review of Published Meta-Analyses
Systematic Review with Evidence Tables

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE
Synthesising the Evidence

Extraction tables and narrative descriptions of studies were used to provide the
basis for conclusions about the findings of the body of evidence.

Many meta-analyses and systematic reviews included papers that involved

populations of women with a family history and women without a family history,
and in many instances did not differentiate in any given conclusions, etc. In the
guideline if there were papers that were concerned primarily with women with a
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family history, guideline developers often gave a précis of these studies in
addition to the meta-analyses/systematic reviews, as this population is the one
the guideline is primarily concerned with and may have information that is
pertinent to this group but lost in the overall findings.

A decision analytic model was developed to assess the cost-effectiveness of
genetic testing of women at varying degrees of breast cancer risk due to familial
history. The model is discussed in Appendix 20 of the original guideline document.

METHODS USED TO FORMULATE THE RECOMMENDATIONS

Expert Consensus
Informal Consensus

DESCRIPTION OF METHODS USED TO FORMULATE THE
RECOMMENDATIONS

The derivation of recommendations usually involves assessment of evidence,
processes of interpretation and consensus to arrive at recommendations. The mix
of evidence, interpretation, and consensus will vary between topic areas. The
grading of recommendations takes account of this and therefore variation may
occur between different groups presented with the same evidence. Whilst
evidence statements can be formulated without reference to the context in which
clinicians practice, this is not always the case with recommendations.

The guideline development group used informal consensus methods to derive
evidence statements and recommendations in areas where research literature was
not available, drawing upon their clinical knowledge and experience. These are
graded accordingly (D level recommendations).

There may be areas where the group was unable to reach consensus on an area,
no matter whether evidence was available or not. Where this happened it was
stated that a consensual recommendation could not be reached, the opposing
views were presented and the final decision was left to the user of the guidelines.
Consensus was reached in all recommendations.

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS
Recommendation Grades

Grade A - Directly based on category | evidence

Grade B - Directly based on category Il evidence, or extrapolated
recommendation from category | evidence

Grade C - Directly based on category Il evidence, or extrapolated
recommendation from category | or Il evidence

Grade D - Directly based on category 1V evidence, or extrapolated
recommendation from category I, Il or 11l evidence
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COST ANALYSIS

Guideline developers reviewed cost-effectiveness, cost-utility or cost-benefit
studies (CEA, CUA, CBA).

Cost-Effectiveness of Genetic Testing

It was difficult for guideline developers to draw definitive conclusions from the
available studies. It appeared, however, that testing of women at "higher" risk is
more cost-effective than women at moderate or average risk. However there is
lack of data, including test costs and accurate costs for other interventions.

Base case results, shown in Table A in Appendix 20 of the original guideline
document, show that genetic testing women at a very young age is dominated
compared to a no testing alternative. The reason for this is that the model
assumes that those women that undertake risk reducing surgery do so
immediately. At a young age the risk of breast or ovarian cancer is relatively low
compared to the reduction in quality of life suffered from risk reducing surgery.
The benefits of risk reducing surgery are experienced to a greater extent in later
years and are consequently not valued particularly highly due to discounting.

The base case results for testing at all other ages (except 65 years and over)
indicate that health benefits are generated at a relatively low additional cost. The
cost per quality adjusted life year (QALY) is relatively high (55k pounds sterling)
for women aged 65 years. The reason for this is that whilst the costs of providing
testing and surgery are immediate (financial and quality of life reduction for
women), the benefits occur in later years (reduced incidence of disease).
However, all cause mortality in older women is obviously higher and therefore the
benefits accrued in future years are limited.

Cost-Effectiveness of Mammographic Cost Screening

Guideline developers reviewed an overview of published cost-effectiveness studies
relating to mammographic screening in the general population from which two
relevant issues are raised. Firstly, it is stated that screening of women below the
age of 50 years is, in the general population, unlikely to be as cost-effective as
increasing the frequency of screening for older women. Secondly the latter option
is associated with substantially less uncertainty due to the unproven health
benefits of screening younger women. The report states that, in relation
specifically to screening high-risk women, this same uncertainty applies.

Cost-Effectiveness of Risk Reducing Surgery

Base cost-effectiveness results indicate that combination surgery is cost saving
compared to surveillance. A series of one-way sensitivity analyses were performed
and revealed that the results are particularly sensitive to the effectiveness of
surgery in reducing cancer risks and the quality of life adjustments for relevant
health states. The latter is particularly important given the small size of the
sample used to derive QALY scores. Refer to the original guideline document
regarding additional cost-effectiveness studies related to risk reducing surgery.
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METHOD OF GUIDELINE VALIDATION
Peer Review

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION
The guideline was validated through two consultations.

1. The first draft of the guideline (The full guideline, NICE guideline and Quick
Reference Guide) were consulted with Stakeholders and comments were
considered by the Guideline Development Group (GDG).

2. The final consultation draft of the Full guideline, the NICE guideline and the
Information for the Public were submitted to stakeholders for final comments.

The final draft was submitted to the GRPs for review prior to publication.

RECOMMENDATIONS

MAJOR RECOMMENDATIONS

Evidence categories (la-1V) and recommendation grades (A-D) are defined at the
end of the "Major Recommendations” field.

Approaches to Care and Information Giving

D - Effective care involves a balanced partnership between patients and health
care professionals. Patients should have the opportunity to make informed choices
about any treatment and care and to share in decision making.

D - To ensure a patient-professional partnership, patients should be offered
individually tailored information, including information about sources of support
(including local and national organisations).

D - Tailoring of information should take into account format (including whether
written or taped) as well as the actual content and form that should be provided
(see Box 1 in Section 5.1 in the original guideline document).

D - Standard information should be evidence based wherever possible, and
agreed at a national level if possible (the National Institute for Clinical Excllence's
Information for the Public provides a good starting point).

D - Standard information should not contradict messages from other service
providers, including commonly agreed information across localities.

Breast Awareness and Examination

D - Women at increased risk of breast cancer should be "breast aware" in line
with Department of Health advice for all women (see
www.cancerscreening.nhs.uk/breastscreen/breastaware. pdf).
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Care of Women in Primary Care

Care and Management Approach - Primary Care
Family History Taking and Initial Assessment

D - When a woman presents with breast symptoms or has concerns about
relatives with breast cancer, a first- and second-degree family history should be
taken in primary care to assess risk, because this allows appropriate classification
and care.

D - Health care professionals should respond to women who present with
concerns, but should not, in most instances, actively seek to identify women with
a family history of breast cancer.

D - In some circumstances it may also be clinically relevant to take a family
history, for example for women older than age 35 years using an oral
contraceptive pill or for women being considered for long-term hormone
replacement therapy (HRT) use.

D - Women should be given the opportunity to discuss concerns about their family
history of breast cancer if it is raised during a consultation.

D - A second-degree family history (that is, including aunts, uncles and
grandparents) should be taken in primary care before explaining risks and
options.

D - A second-degree family history needs to include paternal as well as maternal
relatives.

D - Asking women to discuss their family history with relatives is useful in
gathering the most accurate information.

C - Tools such as family history questionnaires and computer packages exist that
can aid accurate collection of family history information and they should be made
available.

D - For referral decisions attempts should be made to gather as accurate
information as possible on:

Age of diagnosis of any cancer in relatives
Site of tumours

Multiple cancers (including bilateral disease)
Jewish ancestry

Primary Care Management

D - Women can be cared for in primary care if the family history shows only one
first-degree or second-degree relative diagnosed with breast cancer at older than
age 40 years, provided that none of the following are present in the family
history:
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Bilateral breast cancer

Male breast cancer

Ovarian cancer

Jewish ancestry

Sarcoma in a relative younger than age 45 years of age

Glioma or childhood adrenal cortical carcinomas

Complicated patterns of multiple cancers at a young age

Paternal history of breast cancer (two or more relatives on the father's side of
the family).

D - Women who do not meet the criteria for referral should be cared for in
primary care by giving standard written information (see Box 1 in Section 5.1 in
the original guideline document).

Referral from Primary Care

D - Before a decision on referral is made, primary care professionals should note
that a woman outside the 40-49 year age group who is estimated to be at
moderate risk (for example, she has only one relative with breast cancer
diagnosed at any age, or she has two relatives diagnosed with breast cancer older
than an average age of 50 years) will not generally be offered additional
mammography.

D - Women outside the 40—49 year age group may be referred for risk counselling
and advice on risk management or consideration for prevention trials. Advice
should be sought from the designated contact in secondary care about the
appropriateness of referral.

D - Women who meet the following criteria should be offered referral to secondary
care:

One first-degree female relative diagnosed with breast cancer at younger
than age 40 years, or

One first-degree male relative diagnosed with breast cancer at any age, or
One first-degree relative with bilateral breast cancer where the first primary
was diagnosed at younger than age 50 years or

Two first-degree relatives, or one first-degree AND one second-degree
relative, diagnosed with breast cancer at any age, or

One first-degree or second-degree relative diagnosed with breast cancer at
any age AND one first-degree or second-degree relative diagnosed with
ovarian cancer at any age (one of these should be a first-degree relative) or
Three first-degree or second-degree relatives diagnosed with breast cancer at
any age.

D - Advice should be sought from the designated secondary care contact if any of
the following are present in the family history in addition to breast cancers in
relatives not fulfilling the above criteria:

Bilateral breast cancer
Male breast cancer
Ovarian cancer
Jewish ancestry
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Sarcoma in a relative younger than age 45 years

Glioma or childhood adrenal cortical carcinomas

Complicated patterns of multiple cancers at a young age

Paternal history of breast cancer (two or more relatives on the father's side of
the family).

D - Discussion with the designated secondary care contact should take place if the
primary care health professional is uncertain about the appropriateness of referral
because the family history presented is unusual or difficult to make clear decisions
about, or where the woman is not sufficiently reassured by the standard
information provided.

D - Direct referral to a specialist genetics service should take place where a high
risk predisposing gene mutation has been identified (for example, BRCA1, BRCA2,
or TP53).

Information for Women Who Are Being Referred

C - Women who are being referred to secondary or tertiary care should be
provided with written information about what happens at this stage (see Box 1 in
Section 5.1 in the original guideline document).

Information and Ongoing Support for Women Who Are Not Being Referred

D - Support mechanisms (e.g., risk counselling, psychological counselling, and

risk management advice) need to be identified and should be offered to women
not eligible for referral and/or surveillance on the basis of age or risk level who
have ongoing concerns.

Support for Primary Care

D - Support is needed for primary care health professionals to care for women
with a family history of breast cancer. Essential requirements for support for
primary care are:

A single point and locally agreed mechanism of referral for women identified
as being at increased risk

Educational materials about familial breast cancer

Decision-support systems

Standardised patient information leaflets

A designated secondary care contact to discuss management of "uncertain”
cases.

Care of Women in Specialist (Secondary and Tertiary) Care

Specialist Care - Care and Management Approach

Care of Women in Secondary Care (Such as a Breast Care Team, Family History
Clinic, or Breast Clinic Which Can Be Shared Between Trusts)
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D - Care of women in secondary care (such as a breast care team, family history
clinic, or breast clinic which can be shared between trusts) should be undertaken
by a multidisciplinary team. It should include the following:

Written protocols for management

Central, standardised resources

Mammographic surveillance available to National Health Service (NHS) Breast
Screening programme standard

Access to a team offering risk-reducing surgery

Standardised written information

Designated/lead clinicians

A designated contact for primary care

A designated contact in tertiary care

Audit

Clinical trials access

Access to psychological assessment and counselling
Information about support groups and voluntary organizations
Administrative support

Family History Taking in Secondary Care

D - A family history should be taken when a woman presents with breast
symptoms or has concerns about relatives with breast cancer.

D - A third degree family history should be taken in secondary care where
possible and appropriate.

C - Tools such as family history questionnaires and computer packages exist that
can aid accurate collection of family history information and risk assessment and
they should be made available.

Management in Secondary Care

D - Women who meet the following criteria should be offered secondary care and
do not require referral to tertiary care:

One first-degree relative diagnosed with breast cancer at younger than age

40 years, or

Two first-degree or second-degree relatives diagnosed with breast cancer at

an average age of older than 50 years, or

Three first-degree or second-degree relatives diagnosed with breast cancer at

an average age of older than 60 years, or

A formal risk assessment (usually carried out in tertiary care) or a family

history pattern is likely to give risks of greater than 3-8% risk in the next 10

years for women aged 40 years, or a lifetime risk of 17% or greater but less

than 30% provided that none of the following are present in the family

history:
- Bilateral breast cancer

Male breast cancer

Ovarian cancer

Jewish ancestry

Sarcoma in a relative younger than 45 years of age
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Glioma or childhood adrenal cortical carcinomas

Complicated patterns of multiple cancers at a young age

Very strong paternal history (four relatives diagnosed at younger than
60 years of age on the father's side of the family)

D - Women whose risk is less than that in the cases above can be referred back to
primary care:

With appropriate information being offered (see Box 1 in Section 5.1 in the
original guideline document), and

Support mechanisms (e.g., risk counseling, psychological counseling, and risk
management advice) need to be identified and should be offered to women
not eligible for referral and/or surveillance on the basis of age or risk level
who have ongoing concerns.

Surveillance

D - Mammographic surveillance should not be available for women younger than
age 30 years.

For women aged 30-39 years satisfying referral criteria for secondary or specialist
care, mammographic surveillance should be carried out:

D - Only as part of a research study (ethically approved) or nationally
approved and audited service and
Individualised strategies should be developed for exceptional cases, such as:
C - Women from families with BRCA1, BRCA2 or TP53 mutations
D - Women with equivalent high breast cancer risk

D - Support mechanisms (e.g., risk counselling, psychological counselling, and
risk management advice) need to be identified and should be offered to women
not being offered mammographic surveillance who have ongoing concerns.

C - All women satisfying referral criteria to secondary or specialist care (at
moderate risk or greater) should be offered mammographic surveillance from age
40 years.

D - For women aged 40-49 years at moderate risk or greater, mammographic
surveillance should be:

Annual

To National Health Service (NHS) Breast Screening Programme standards
Audited

Part of the NHS Research and Development Health Technology Assessment
programme evaluation of mammographic surveillance of women younger than
age 50 years with a family history wherever possible

Only undertaken after provision of written information about the positive and
negative aspects of surveillance

For women aged 50 years and older, surveillance should be:
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C - As part of the NHS Breast Screening Programme, screened every 3 years
D - More frequent mammographic surveillance should take place only as part
of a research study (ethically approved) or nationally approved and audited
service.

and

Individualised strategies should be developed for exceptional cases, such as:
C - Women from families with BRCA1, BRCAZ2 or TP53 mutations
D - Women with equivalent high breast cancer risk

D - If ongoing assessment of surveillance efficacy for women younger than age 50
years subsequently shows it is not cost effective, surveillance should be stopped.

Before decisions on surveillance are made, written patient information and
discussion should be offered. This should:

C - Reflect the possible reduced sensitivity of mammographic detection of the
younger age group with dense breasts and the increased potential for further
investigations
Discuss the potential advantages and disadvantages of breast surveillance for
early detection of breast cancer, including:

C - Radiation risks

D - The possible psychological impact of a recall visit

D - On the basis of current evidence, magnetic resonance imaging (MRI) and
ultrasound should not be used in routine surveillance practice but may have a role
in problem-solving mammographically detected abnormalities. (Note: several MRI
studies have already been presented at major cancer meetings and will report in
the next 2 years. This recommendation should be reviewed when they become
available.)

Referral to Tertiary Care

D - Women who meet the following referral criteria should be offered a referral to
tertiary care.

At least the following female breast cancers only in the family:

- Two first-degree or second-degree relatives diagnosed with breast
cancer at younger than an average age of 50 years (at least one must
be a first-degree relative), or
Three first-degree or second-degree relatives diagnosed with breast
cancer at younger than an average age of 60 years (at least one must
be a first-degree relative), or
Four relatives diagnosed with breast cancer at any age (at least one
must be a first-degree relative)

or

Families containing one relative with ovarian cancer at any age and, on the
same side of the family:

14 of 29



One first-degree relative (including the relative with ovarian cancer) or
second-degree relative diagnosed with breast cancer at younger than
age 50 years, or

Two first-degree or second-degree relatives diagnosed with breast
cancer at younger than an average age of 60 years, or

Another ovarian cancer at any age

or

Families containing bilateral cancer (each breast cancer has the same count
value as one relative):
One first-degree relative with cancer diagnosed in both breasts at
younger than an average age of 50 years, or
One first-degree or second-degree relative diagnosed with bilateral
breast cancer AND one first-degree or second-degree relative
diagnosed with breast cancer at younger than an average age of 60
years.

or

Families containing male breast cancer at any age with, on the same side of
the family, at least:
One first-degree or second-degree relative diagnosed with breast
cancer at younger than age 50 years, or
Two first-degree or second-degree relatives diagnosed with breast
cancer at younger than an average age of 60 years.

or

A formal risk assessment has given risk estimates of:
- A 20% or greater chance of a gene mutation being harboured in the
family, or
A greater than 8% risk of developing breast cancer in the next 10
years, or
A 30% or greater lifetime risk of developing breast cancer

D - Clinicians should seek further advice from a specialist genetics service for
families containing any of the following, in addition to breast cancers:

Jewish ancestry

Sarcoma in a relative younger than age 45 years of age

Glioma or childhood adrenal cortical carcinomas

Complicated patterns of multiple cancers at a young age

Very strong paternal history (four relatives diagnosed at younger than 60
years of age on the father's side of the family)

D - The management of a high-risk woman may take place in secondary care if
she does not want genetic testing or risk-reducing surgery and does not wish to
be referred to a specialist genetics service.
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D - Following initial consultation in secondary care, written information should be
provided to reflect the outcomes of the consultation (see Box 1 in Section 5.1 in
the original guideline document).

Care of Women in Tertiary Care

D - Care of women referred to tertiary care should be undertaken by a
multidisciplinary team. In addition to having access to the components found in
secondary care it should also include the following:

Clinical genetic risk assessment
Verification for abdominal malignancies and possible sarcomas

Family History Taking in Tertiary Care

D - A third-degree family history should be taken in tertiary care, if this has not
been done previously.

D - For accurate risk estimation, the following are required:

Age of death of affected and unaffected relatives
Current age of unaffected relatives

D - In general, it is not necessary to validate breast cancer only histories (via
medical records/cancer registry/death certificates).

D - If substantial management decisions such as risk-reducing surgery are being
considered, and no mutation has been identified, clinicians should seek
confirmation of breast cancer only histories (via medical records/cancer
registry/death certificates).

D - Where no family history verification is possible, agreement by a
multidisciplinary team should be sought before proceeding with risk reducing
surgery.

D - Abdominal malignancies at young ages and possible sarcomas should be
confirmed in specialist care.

Risk Assessment Tools

D - Computerized risk-assessment models can be helpful aids to risk assessment
but can be misleading and should not yet totally replace careful clinical
assessment of family trees with a manual approach.

Risk Communication in Tertiary Care

D - Women should be offered a personal risk estimate but information should also
be given about the uncertainties of the estimation.
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D - When a personal risk estimate is requested, it should be presented in more
than one way (for example numerical value if calculated and qualitative risk).

D - Women should be sent a written summary of their consultation in specialist
genetics clinics, which includes their personal risk information.

Risk-Reducing Surgery
D - In services offering risk-reducing surgery the following should be available:

Facilities to verify family history and clinical genetic risk assessment
Mammography before surgery

Psychological assessment and counseling

Information about support groups

Onco/plastic skills.

D - If risk-reducing surgery is being considered, and no mutation has been
identified, clinicians should seek confirmation of family history (via medical
records/cancer registry/death certificates).

D - Where no family history verification is possible, agreement by a
multidisciplinary team should be sought before proceeding with risk-reducing
surgery.

Genetic Counselling (Tertiary Care)

C - Women meeting criteria for referral to tertiary care should be offered a
referral for genetic counselling regarding their risks and options.

D - Women attending genetic counselling should receive standardised information
beforehand describing the process of genetic counselling, information to obtain
prior to the counselling session, the range of topics to be covered, and brief
educational material about hereditary breast cancer and genetic testing.

C - Predictive genetic testing should not be offered without adequate genetic
counselling.

Genetic Testing (Tertiary Care)

D - All high-risk women should have access to information on genetic tests aimed
at mutation finding.

D - Pre-test counselling (preferably two sessions) should be undertaken.

D - Discussion of genetic testing (predictive and mutation finding) should be
undertaken by a health professional with appropriate training.

D - High-risk women and their affected relatives should be informed about the
likely informativeness of the test (the meaning of a positive and a negative test)
and the likely timescale of being given the results.
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Mutation Tests

D - Tests aimed at mutation finding should first be carried out on an affected
family member, where possible.

D - Women from families with a 20% or greater chance of carrying a mutation
such as BRCA1, BRCAZ2, or TP53 should have access to testing.

D - The development of a genetic test for a family should usually start with the
testing of an affected individual (mutation searching/screening) to try to identify a
mutation in the appropriate gene (such as BRCA1, BRCA2, or TP53).

D - A search/screen for a mutation in a gene (such as BRCA1, BRCA2, or TP53)
should aim for as close to 100% sensitivity as possible for detecting coding
alterations and the whole gene(s) should be searched.

Risk Reducing Mastectomy (Tertiary Care)

D - Bilateral risk-reducing mastectomy is appropriate only for a small proportion
of women who are from high-risk families and should be managed by a
multidisciplinary team.

D - Bilateral mastectomy should be raised as a risk-reducing strategy option with
all women at high risk.

D - Women considering bilateral risk-reducing mastectomy should have genetic
counselling in a specialist cancer genetics clinic before a decision is made.

D - Discussion of individual breast cancer risk and its potential reduction by
surgery should take place and take into account individual risk factors, including
the woman's current age (especially at extremes of age ranges).

D - Family history should be verified where no mutation has been identified before
bilateral risk-reducing mastectomy.

D - Where no family history verification is possible, agreement by a
multidisciplinary team should be sought before proceeding with bilateral risk-
reducing mastectomy.

D - Pre-operative counselling about psychosocial and sexual consequences of
bilateral risk-reducing mastectomy should be undertaken.

D - The possibility of breast cancer being diagnosed histologically following a
bilateral risk-reducing mastectomy should be discussed pre-operatively.

D - All women considering bilateral risk-reducing mastectomy should be able to
discuss their breast reconstruction options (immediate and delayed) with a
member of a surgical team with specialist oncoplastic or breast reconstructive
skills.
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D - A surgical team with specialist oncoplastic/breast reconstructive skills should
carry out risk reducing mastectomy and/or reconstruction.

D - Women considering bilateral risk-reducing mastectomy should be offered
access to support groups and/or women who have undergone the procedure.

Risk Reducing Oophorectomy

D - Risk-reducing bilateral oophorectomy is appropriate only for a small
proportion of women who are from high-risk families and should be managed by a
multidisciplinary team.

D - Information about bilateral oophorectomy as a potential risk-reducing strategy
should be made available to women who are classified as high risk.

D - Family history should be verified where no mutation has been identified before
risk-reducing bilateral oophorectomy.

D - Where no family history verification is possible, agreement by a
multidisciplinary team should be sought before proceeding with risk-reducing
bilateral oophorectomy.

D - Any discussion of bilateral oophorectomy as a risk-reducing strategy should
take fully into account factors such as anxiety levels on the part of the woman
concerned.

D - Health care professionals should be aware that women being offered risk-
reducing bilateral oophorectomy may not have been aware of their risks of
ovarian cancer as well as breast cancer and should be able to discuss this.

D - The effects of early menopause should be discussed with any woman
considering risk-reducing bilateral oophorectomy.

D - Options for management of early menopause should be discussed with any
woman considering risk-reducing bilateral oophorectomy, including the
advantages, disadvantages, and risk impact of HRT.

D - Women considering risk-reducing bilateral oophorectomy should have access
to support groups and/or women who have undergone the procedure.

D - Women considering risk-reducing bilateral oophorectomy should be informed
of possible psychosocial and sexual consequences of the procedure and have the
opportunity to discuss these issues.

D - Women not at high risk who raise the possibility of risk-reducing bilateral
oophorectomy should be offered appropriate information and, if seriously
considering this option, should be offered referral to the team that deals with
women at high risk.

D - Women undergoing bilateral risk-reducing oophorectomy should have their
fallopian tubes removed as well.
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Risk Factors

D - Women should be provided with standardised written information about risk,
including age as a risk factor (see Box 1 in Section 5.1 in the original guideline
document).

D - Modifiable risk factors should be discussed on an individual basis with each
woman in the relevant care setting.

Hormone Replacement Therapy

C - Women with a family history of breast cancer who are considering taking, or
are already taking, HRT should be informed of the increase in breast cancer risk
with type and duration of HRT.

D - Advice to individual women should vary according to the individual clinical
circumstances (such as asymptomatic, age, severity of menopausal symptoms, or
osteoporosis).

D - HRT usage in a woman at familial risk should be restricted to as short a
duration and as low a dose as possible. Oestrogen-only HRT should be prescribed
where possible.

D - A woman having an early (natural or artificial) menopause should be informed
of the risks and benefits of HRT, but generally HRT usage should be confined to
women younger than age 50 years if at moderate or high risk.

D - Alternatives to HRT should be considered for specific symptoms such as
osteoporosis or menopausal symptoms.

D - Consideration should be given to the type of HRT if it is being considered for
use in conjunction with risk-reducing gynaecological surgery.

Hormonal Contraceptives

C - Advice to women up to age 35 years with a family history of breast cancer
should be in keeping with general health advice on the use of the oral
contraceptive pill.

C - Women aged over 35 years with a family history of breast cancer should be
informed of an increased risk of breast cancer associated with taking the oral
contraceptive pill, given that their absolute risk increases with age.

C - For women with BRCA1 mutations, the conflicting effects of a potential
increased risk of breast cancer under the age of 40 years and the lifetime
protection against ovarian cancer risk from taking the oral contraceptive pill
should be discussed.

D - Women should not be prescribed the oral contraceptive pill purely for
prevention of cancer, although in some situations reduction in ovarian cancer risk
may outweigh any increase in risk of breast cancer.
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D - If a woman has a BRCA1 mutation and is considering a risk-reducing
oophorectomy before the age of 40 years, the oral contraceptive pill should not be
prescribed purely for the reduction in ovarian cancer risk.

Breastfeeding

C - Women should be advised to breast feed if possible because this is likely to
reduce their risk of breast cancer, and is in accordance with general health advice.

Alcohol consumption

C - Women with a family history should be informed that alcohol may increase
their risk of breast cancer slightly. However, this should be considered in
conjunction with any potential benefit of moderate alcohol intake on other
conditions (such as heart disease) and adverse effects associated with excessive
alcohol intake.

Smoking
D - Women should be advised not to smoke, in line with current health advice.
Weight and Physical Activity

C - Women should be advised on the probable increased postmenopausal risk of
breast cancer from being overweight.

C - Women should be advised about the potential benefits of physical exercise on
breast cancer risk.

Menstrual/Reproductive Factors

D - Health care professionals should be able to provide information on the effects
of hormonal and reproductive factors on breast cancer risk.

Definitions:

Evidence Categories

la: Evidence from meta-analysis of randomised controlled trials

Ib: Evidence from at least one randomised controlled trial

Ila: Evidence from at least one controlled study without randomization
I1b: Evidence from at least one other type of quasi-experimental study

111: Evidence from non-experimental descriptive studies, such as comparative
studies, correlation studies, and case-control studies
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IV: Evidence from expert committee reports or opinions and/or clinical experience
of respected authorities

Recommendation Grades
Grade A - Directly based on category | evidence

Grade B - Directly based on category Il evidence, or extrapolated
recommendation from category | evidence

Grade C - Directly based on category Il evidence, or extrapolated
recommendation from category | or Il evidence

Grade D - Directly based on category 1V evidence, or extrapolated
recommendation from category I, 1l or 11l evidence

CLINICAL ALGORITHM(S)

Algorithms are provided in the original guideline document for primary care
management, secondary care management, and tertiary care management.

EVIDENCE SUPPORTING THE RECOMMENDATIONS

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS

The type of evidence is stated for each recommendation (see "Major
Recommendations” field).

BENEFITS/ZHARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS
POTENTIAL BENEFITS

The guideline is intended to help health care providers appropriately classify and
care for women at risk of familial breast cancer. The intention of the guideline is
that:

Women at or near population risk of developing breast cancer are cared for in
primary care.

Women at moderate risk of developing breast cancer are generally cared for
in secondary care.

Women at high risk of developing breast cancer are cared for in tertiary care.

POTENTIAL HARMS

For some women, however, risk reducing mastectomy was associated with
adverse psychosocial effects: 36% in one study reported diminished or
greatly diminished satisfaction with their body appearance; and adverse
effects were reported in terms of emotional stability (9%), stress (14%), self-
esteem (18%), sexual relationships (23%) and feelings of femininity (25%o).

22 of 29



Postoperative complications were reported in a minority of women in one of
the observational studies, and in a review of hospital records in Canada, 14%
of women who underwent risk reducing oophorectomy experienced adverse
effects from the surgery.

QUALIFYING STATEMENTS

QUALIFYING STATEMENTS

Guidelines are only one type of information that health care professionals may
use when making decisions about patient care. It is assumed that this
guideline, like all guidelines, will be used by health care professionals who will
also bring to bear their clinical knowledge and judgement in making decisions
about caring for individual patients. It may not always be appropriate to apply
either specific recommendations or the general messages in this document to
each individual or in every circumstance. The availability of resources may
also influence decisions about patient care, including the adoption of
recommendations.

This guidance represents the view of the Institute, which was arrived at after
careful consideration of the evidence available. Health professionals are
expected to take it fully into account when exercising their clinical judgement.
The guidance does not, however, override the individual responsibility of
health professionals to make decisions appropriate to the circumstances of
the individual patient, in consultation with the patient and/or guardian or
carer.

IMPLEMENTATION OF THE GUIDELINE

DESCRIPTION OF IMPLEMENTATION STRATEGY

Local health communities should review their existing practice for the
management of women at risk of familial breast cancer against this guideline. The
review should consider the resources required to implement the recommendations
set out in the original guideline document, the people and the processes involved,
and the timeline over which full implementation is envisaged. It is in the interests
of women at risk of familial breast cancer that the implementation timeline is as
rapid as possible.

Information on the cost impact of this guideline in England is available on the
National Institute for Clinical Excellence (NICE) website and includes a template
that local communities can use (www.nice.org.uk/CG0Ol14costtemplate).

The implementation of this guideline will build on the National Cancer Plan
(Department of Health, 2000), and the National Health Service (NHS) plan in
Wales, Improving Health in Wales.

Suggested audit criteria are listed in Appendix D in the National Institute for
Clinical Excellence (NICE) version of the original guideline document. These can
be used as the basis for clinical local audit, at the discretion of those in practice.
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The following have been identified as key priorities for implementation:
Approaches to Care

1. Effective care involves a balanced partnership between patients and
healthcare professionals. Patients should have the opportunity to make
informed choices about any treatment and care and to share in decision
making.

2. To ensure a patient-professional partnership, patients should be offered
individually tailored information, including information about sources of
support (including local and national organisations).

3. Standard written information regarding familial risk and breast cancer risk
factors should be developed for use in primary, secondary, and tertiary care,
to provide consistent advice to women.

Family History and Referral

4. When a woman presents with breast symptoms or has concerns about
relatives with breast cancer, a first- and second-degree family history should
be taken in primary care to assess risk, because this allows appropriate
classification and care.

5. Healthcare professionals should respond to women who present with
concerns, but should not, in most instances, actively seek to identify women
with a family history of breast cancer.

6. Local protocols for the care of women at risk of familial breast cancer should
be developed with clear referral mechanisms between primary, secondary and
tertiary care, and with appropriate facilities.

Care

7. Access to psychological support and assessment is a key part of the package
of care needed for many women covered by this guideline.

8. All women aged 40-49 years satisfying referral criteria to secondary or
specialist care (at moderate risk or greater) should be offered annual
mammographic surveillance.

9. Mammographic surveillance should only be undertaken after provision of
information about its potential advantages and disadvantages for the early
detection of breast cancer, and where offered, this should be of high quality
(equivalent to National Health Service Breast Screening Programme standard)
and audited.

10. Genetic testing is appropriate only for a small proportion of women who are
from high-risk families.

11.Risk-reducing surgery (mastectomy and/or oophorectomy) is appropriate only
for a small proportion of women who are from high-risk families and should
be managed by a multidisciplinary team.

IMPLEMENTATION TOOLS
Audit Criteria/Indicators
Chart Documentation/Checklists/Forms

Clinical Algorithm
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Patient Resources
Quick Reference Guides/Physician Guides

For information about availability, see the "Availability of Companion Documents" and "Patient
Resources" fields below.
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